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amendments to the Claims 

This listing of the claims will replace all prior 
versions, and listings, of claims in the application; 

■Mating of Claims t 

1 (Currently Amended) . A method for activating 
natural killer (NK) cells in a human being in need thereof, 
comprising administering to_said individual wifei^-an effective 
amount of one or more adenosine A3 receptor agonists (A3RAg) , 
so as to fully or partially activate adenosine A3 receptors on 
said NK cells and so as to achieve activation of said NK 
npUa . wherein said human being in ne ed is other than one in 
need of treatment for reproductive problems , 

2 (Previously Presented) . The method of Claim 1, 
wherein said A3RAg is a compound of the general formula (I) : 


(I) 



wherein/ 

Rj. represents an alkyl, hydroxyalkyl , carboxyalkyl or 
cyanoalleyl or a group of the following general formula (II) : 
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X 3 x 4 


(ID 


in which: 

_ y represents an oxygen or sulfur atom or CH 2 ; 
- Xl represents H. alkyl, R-B*C(-0>- or HOR"-. 


wherein 


r- and »» *ay be the same or different and are 
gel ected fron, the group ccnei.ting - . ^ amin °' 

haloalfcyl. a^oalKyl. BOC-a,»incal*yl. and cycloalfcyl or are 
joined toother to ror-n a heterocyclic ring containing two to 

five carbon atoms; and 

- *«= is selected from the group consisting of alkyl, 
amino, haloalfcyl, aminoalkyl, BOC-ami n oal k yl, and cycloalkyl; 

- X, is H, hydroxyl, alkylamino, alkylamido or 

hydroxyalkyl ; 

. z, and X. represent independently hydrogen, 

hydroxyl. -ino, amide, a.ido, halo, alfcyl. al*o*y. carhop, 
nitrllo. nitro, trifluoro, aryl. alfcaryl, thio, thiosster, 
thioether, -OCOPh, -OC(-S,OPh or both x s and *. are oxygens 
connected to >c=s to form a 5-membered ring, or x 2 and X, fo™ 
the ring of formula (III) : 
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(III) 


where R' and R 1 1 represent independently an alkyl group ; 

- R a is selected from the group consisting of 
hydrogen, halo, alkylether, amino, hydrazido, alkylamino, 
alkoxy, thioalkoxy, pyridylthio, alkenyl; alkynyl, thio, and 

alkyl thio ; and 

- R 3 is a group of the formula -NR 4 R 5 wherein 

- R* is a hydrogen atom or a group selected from 
alkyl, substituted alkyl or aryl-NH-C (Z) with Z being O, S, 
or NR a with R a having the above meanings; wherein when R4 is 

hydrogen than 

- R 5 is selected from the group consisting of R- and 
S-l-phenylethyl, benzyl, phenylethyl or anilide groups 
unsubstituted or substituted in one or more positions with a 
substituent selected from the group consisting of alkyl, 
amino, halo, haloalkyl, nitro, hydroxyl, acetoamido, alkoxy, 
and sulfonic acid or a salt thereof; benzodioxanemethyl , 
fururyl , L-propylalanyl-aminobenzyl, p-alanylamino -benzyl , T- 
BOC-p-alanylaminohenzyl, phenylamino, carbamoyl, phenoxy or 
cycloalkyl; or R 5 is a group of the following formula: 
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or when is an alkyl or aryl-NH-C (Z) -, then, R* is selected 
from the group consisting of heteroaryl-NR a -C (Z) - , heteroaryl- 
C(Z)-, alkaryl-NR a -C(Z)-, alkaryl-C (Z) - , aryl-NR-C (Z) - and 
aryl-C(Z)-; Z representing an oxygen, sulfur or amine; 
or a pharmaceutically acceptable salt of the above compound. 

3 (Original). The method of Claim 2, wherein said 
A3RAg is a nucleoside derivative of the general formula (IV) ; 

R 4 


NH 



(IV) 


OH OH 


wherein x X/ and R 4 are as defined in Claim 2. 

4 (Previously Presented) . The method of Claim 3, 
wherein A3RAg is selected from the group consisting of N s -2-(4- 
aminophenyl) ethyladenosine (APNEA), N e - (4 -amino- 3- iodobenzyl) 
adenosine - 5 1 - (N-methyluronamide) (AB-MECA) and N 6 - (2- 
iodobenzyl) -adenosine -5'-N-methyl-uronamide (IB-MECA) and 2- 
chloro-N 6 - (2 -iodobenzyl) -adenosine-5' -N-methyluronamide (Cl-IB- 
MECA) . 

5 (Original). The method of Claim 4, wherein A3RAg 
is IB-MECA or CI -IB-MECA. 
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6 (Original) . The method of Claim 1, wherein said 
A3RAg is N s -benzyladenosine-5 1 -N- alkyluronamide-N 1 - oxide or 
N 6 -ben Z yladeno 3 ine-5 ' -N-dialkyluronamide-N^oxide, both 
optionally substituted at the 2 -purine position with an 
alkoxy, amino, alkenyl, alkynyl or halogenoxide group. 

7 (Original) . The method of Claim 1 wherein said 
A3RAg is administered orally to said individual. 

8 (Original) . The method of Claim 1, wherein said 
A3RAg is injected to said individual. 

9 (Currently Amended) . A method for treatingfebe 
^xaycutlo LLuatmcn* nf a disease or disorder in a human 


individual that may be ameliorated th rough a ctivation o f 
natural killer - wl i iuh la acnol Ui vu t o aot n v n m rt JNK)_ cells, 


comprising administering to the individual a human being in 
need, an active ingredient i n an amount effective to activate 
NK cells in the individual, the active ingredient being one or 
more adenosine A3 receptor agonists (A3RAg) so as to fully or 
partially activate adenosine A3 r eceptors on saidin an amount, 
^i ructi-ic fuj v h 1—-J " *nnnnn | H . nr.i 0 ngfcob, the therapeutic 
effect comprising activation NK cells, thereby activating 
said NK cells in said individual, wherein said therapeutic 
tr eatment rclatco t u treatment of tumo .ii u o ll^ , mal ignnnt- nnii 
infect i cu j diocapen j j hit™ g" 1 nl-{nn - hematop oicaia, 

^production and neuroendocrine! intcractionodisease or 
disorder is other than one r elated to reproduction. 
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10 (Previously Presented) . The method of Claim 9, 
wherein said A3RAg is a compound of the general formula (I) : 

«3 


- R x represents an alkyl, hydroxyalkyl , carboxyalkyl 
=>r cyanoalkyl or a group of the following general formula 
(ID s 


in which; 

- Y represents an oxygen or sulfur atom or CH 2 ; 

- Xi represents H, alkyl, R a R b NC(=0)- or HOR°-, 

wherein 

- R B and R b may be the same or different and are 
selected from the group consisting of hydrogen, alkyl, amino, 
haloalkyl, aminoalkyl, BOC-aminoalkyl, and cycloalkyl or are 
joined together to form a heterocyclic ring containing two to 
five carbon atoms; and 



wherein, 
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- R c is selected from the group consisting of alkyl, 
amino, haloalkyl, aminoalkyl, BOC - amino al ky 1 , and cycloalkyl ; 

- X 2 is H, hydroxyl, alkylamino, alkylamido or 

hydroxyalkyl ; 

- X 3 and X4 represent independently hydrogen, 
hydroxyl, amino, amido, azido, halo, alkyl, alkoxy, carboxy, 
nitrilo, nitro, trifluoro, aryl, alkaryl, thio, thioeeter, 
thioether, -OCOPh, -OC(=S)OPh or both X 3 and Xj are oxygens 
connected to >C=S to form a 5-membered ring, or X a and X 3 form 
the ring of formula (III) : 


where R' and R f 1 represent independently an alkyl group ; 

- R a is selected from the group consisting of 
hydrogen, halo, alkylether, amino, hydrazido, alkylamino, 
alkoxy, thioalkoxy, pyridylthio, alkenyl; alkynyl, thio, and 
alkyl thio; and 

- R 3 io a group of the formula -NR4R5 wherein 

- R4 is a hydrogen atom or a group selected from 
alkyl, substituted alkyl or aryl-NH-C (Z) - , with Z being O, S, 
or NR a with R a having the above meanings; wherein when R 4 is 
hydrogen than 

- R g is selected from the group consisting of R- and 
S-l-phenylethyl, benzyl, phenylethyl or anilide groups 



(III) 


R"Si 


i O 
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unsubstituted. or substituted in one or more positions with a 
substituent selected from the group consisting of alkyl, 
amino, halo, haloalkyl, nitro, hydroxyl, acetoamido, alkoxy, 
and sulfonic acid or a salt thereof; benzodioxanemethyl , 
fururyl, L-propylalanyl-aminobenzyl, 0~alanylamino~benzyl, T- 
BOC-p-alanylaminobenzyl, phenylamino, carbamoyl, phenoxy or 
cycloalkyl; or R 5 is a group of the following formula: 


NH 2 



or when is an alkyl or aryl-NH-C (Z) then, R 5 is selected 
from the group consisting of heteroaryl-NR a -C (Z) -, heteroaryl- 
C(Z)-, alkaryl-NR a -C (Z) ~, alkaryl-C (Z) -, aryl-NR-C (Z) - and 
aryl-C(Z)-; 2 representing an oxygen, sulfur or amine; 
or a pharmaceutical^ acceptable salt of the above compound. 

11 (Original) . The method of Claim io, wherein said 
A3RAg is a nucleoside derivative of the general formula (IV) : 



(IV) 


3H OH 
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wherein Xi, R2 and R4 are as defined. 

12 (Previously Presented) „ The method of Claim 11 , 
wherein said A3RAg is selected from the group consisting group 
consisting of N 5 -2- (4-aminophenyl) ethyl adenosine (APNEA), N ff - 
(4 -amino-3 - iodobenzyl) adenosine-5 1 - (N-methyluronamide) (AB- 
MECA) and N 6 - (3 ~ iodobenzyl) -adenosine- 5'-N-methyluronamide (IB- 
MECA) and 2-chloro-N 6 - (3 -iodobenzyl ) -adenosine- 5'- N- 
methyluronamide (Cl-IB-MECA) . 

13 (Original) - The method of Claim 12, wherein said 
A3RAg is Cl-IB-MECA. 

14 (Original) - The method of claim 9, wherein said 
A3RAg is N*^ benzyl adenosine -5 1 -N-alkyluronamide-ls^-oxide or N e - 
benzyladenosine-5 1 -N-diallcyluronamide-N 1 -oxide, both optionally 
substituted at the 2 -purine position with an alkoxy, amino, 
alkenyl, alkynyl or halogenoxide group - 

15 (Original) . The method of Claim 9, wherein said 
A3RAg is orally administered to said individual „ 

16 (Original) . The method of Claim 9, wherein said 
A3RAg is injected to said individual. 

17-35 (Cancelled) 

36 (Previously Presented) . A method in accordance 
with Claim 9, wherein said disease is associated with 
malignant cells. 

37 (Previously Presented) , A method in accordance 
with Claim 9, wherein said disease is associated with cells 
infected with viruses, bacteria or protozoa. 
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38 (New) - A method in accordance with Claim 9, 
wherein said treatment of a disease or disorder relates to 
treatment of tumor cells, malignant and infectious diseases, 
immunoregulation, hematopoiesis, or neuroendocrine 
interactions . 
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